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The appilcantis hereby notified that the international search report ana the written opinion of the international Searching 
Authority have been established and are transmitted herewith. 

Filing of amendments and statement under Article 19: 

The applicant is entitled, it he so wishes, to amend the claims of the International Application {see Rule 4S): 
Wfcwtf The time limit for filing such amendments is normally two months from the date of transmittal of the 
International Search Report. 

Where? Directly to the International Bureau ofWtPO, 34 chemin des Colombsttes 

ii&.t 1 Geneva SO, Switzerland, Fascimite No.: (41-22) 338.82,70 
Pcjr mpre detailed instructions, see the notes on the accompanying sheet. 

The applicant is hereby notified mat no international search report wHi he established and that the declaration under 
Article i?(2)(a) to that effect and the written opinion of the International Searching Authority are transmitted herewith. 

With regard to the protest against payment of (an) additional fee(s) under P.uie 40.2, the applicant is notified that: 

j | the protest together with the decision thereon has been transmitted to the Internationa! Bureau together with the 
applicant 1 s request to forward the texts of both the protest and the decision thereon to the designated Offices. 

f ] no decision has been mace yet on the protest; the applicant will be notified as soon as a decision is made, 
4. Reminders 

Shortly after the expiration of 18 months from the priority date, the international application will be published by the 
international Bureau. It the applicant wishes tc avoid or postpone publication, a notice ot withdrawal of the Internationa! 
application, or of the priority claim, must reach the International Bureau as provided in Rules 90bfS.l and ■9QWS.3, respectively, 
before the completion of the technical preparations for international publication . 

The applicant may submit comments on an informal basis on the .written opinion of the Internationa! Searching Authority to the 
International Bureau, The International Bureau will send a copy of such comments; to ail designated Offices 'unless an 
internationai preliminary examination report has been or is tc be established. These comments would also be made available to 
the public but not before the expiration of. 30 months from the priority. date. 

Within 19 months from the priority date, but only in respsct of sorfie designated Offices, a demand for internationai preliminary 
examination must be filed if the applicant wishes to postpone the entry into the national phase untH 30 months from the priority 
date (Ini some Offices even later); otherwise, the applicant must, within 20 months from me priority date, perform the prescribed 
acts lor entry into the national phase before those designated Offices. 

in respect of other designated Offices, the time isnit of 30 months (or safer) Will apply even if no demand Is filed within 19 
months. 

See the Annex to Form PCT/iB/30 'i and, for details about the applicable time limits. Office by Office, see the ' PCT Apottcant's 
Guide, Volume !!, National Chapters and the WIPO Internet site. 



Name and mailing address of the internationai Searching Authority 
European Patent Office, P.B. S81 6 Patentlaan 2 
NL-2280 HV Riiswijk 

Tel. (+31-70) 340-2040. T.x. 31 651 epo nl, 
Fax: (+31-70)340-3016 



Authorized officer 
X i X S I~iO(3. z. „ 



Form PCT/iSA/220 (October 2005) 



NOTES TO FORM PCT/IS A/220 



These Notes are intended to ewe the> basic instructions concerning the filing of amendments under article 1 9, The 
Notes are based on the requirements of the Patent Cooperation Treaty, the Regulations and the Administrative instructions 
under that Treaty, in case of discrepancy between these Notes and those requirements, the latter are applicable. For more 
detailed Information, see also the PCT Applicant's Guide, a publication ofVWPO. 

In these Notes, "Article", "Rule", and "Section* refer to the provisions ot the PCT, the PCT Regulations and the PCT 
Administrative instructions, respectively. 



SIMSTROCTIONS CONCERNING AMENDMENTS UNDER ARTICLE 19 

The applicant has, after having received the international search report and the written opinion of the international 
Searching Authority, one opportunity to amend the claims of the international application. It should however be emphasized 
that, since all parts' o! the international application (clairns.deseripiion and drawings) may be amended during the 
internationai preliminary examination procedure, there is usually no need to fiie amendments of the claims under Article 1 9 
except where, e.g. the applicant wants the latter to be published for the purposes of provisional protection or has another 
reason for amending the claims before international publication. Furthermore, it should be emphasized that provisional 
protection is available in some States only (see PCT Applicant's Guide, Volume i/A, Annexes B1 and B2). 

The attention of the applicant is drawn to the fact that amendments to the claims under Article 13 are not allowed where 
the international Searching Authority has declared, under Article 17(2), "that no international search report would be 
established (see PCT Applicant's Guide, Volume i/A, paragraph 236). 



What parts of the international application may be amended? 

Under Article 19, only the claims may be amended. 

During the international phase, the claims may also be amended (or further amended) under Article 34 before the 
internationai Preliminary Examining Authority.' The description and drawings may only be amended under 
Article 34 before the Internationa! Examining Authority. 

Upon entry into the national phase, all parts of the international application may be amended under Article 28 or, 
where applicable, Articsg 41. 



When? Within 2 months from the date of transmittal of the international search report or 16 months from the priority date, 
whichever time limit expires later, it should be noted, however, mat the amendments will be considered as having 
been received on time if they are received by the international Bureau after the expiration of the applicable time 
limit but before the completion of the technical preparations for international publication (Rule 48.1). 



Where not to fiie the amendments? 

The amendments may only be fiied with the international Bureau arid not with the receiving Office or the 
internationai Searching Authority (Rule 48.2). 

Where a demand for international preliminary examination has been/is filed, see below. 



How? either by cancelling one or more entire claims, by adding one or more new claims or by amending the text o? one 

or more of the claims as filed. 

A replacement sheet must be submitted for each sheet of the claims which, on account of an amendment or 
amendments, differs tram the sheet originally filed. 

All the claims appearino on a replacement sheet must be numbered in Arabic numerals. Where a claim Is 
cancelled, no renumbering of the other claims is required. In aii cases where claims are renumbered, they must be 
renumbered consecutively (Section 205(b)). 

The amend merits must be made in the iwguage in whioh the iniemaiienaf application is to be published. 



What documents must/may accompany the ameredmesrts? 
Letter (Section* 205(b)): 

The amendments must be submitted with a letter. 

The letter will not be published with the internationai application and the amended claims, it should not be 
confused with the "Statement under Article 19(1)" (see beiow, under "Statement under Article 19(1)"). 

The letter must be in Ersqiish or French, at the choice ot the appSiearrt. However, if the Sarsgtsage of the 
imterfiatfonai application is English, the letter must be in Engiish; if the iatigsjage of the international application 
is French, the Setter must be in French, 



Notes to Form PCT/ISA/220 (first sheet) (October 2005) 



NOTES TO FORM PCT.<1SA/220 (continued) 



The letter must indicate the differences between the claims as filed and the claims as amended, it must, in 
particular, indicate, in connection with each claim appearing In the international application {It being understood 
that identical indications concerning several claims may be groupedl.wheiher 

(i) the claim is unchanged; 

(if) the claim is cancelled; 

(ifi) she claim is new; 

(iv) the claim replaces one or more claims as filed; 

(v) the claim Is the result of the division of a claim as tiled. 



The following examples illustrate the manner in which artsersdments must be explained in the 
accompanying letter: 

1 . [Where originally there were 48 claims and after amendment of some claims there are 51]: 
"Claims 1 to 29, 31 , 32, 34, 35, 3? to 48 replaced by amended claims bearing the same numbers; 
claims 30, 33 and 36 unchanged; new claims 49 to St added." 

2. [Where originally there were 1 5 claims and after amendment of ail claims there are 11]: 
"Claims 1 to 15 replaced by amended claims 1 to 11." 

3. [Where originally there were 14 claims and the amendments consist in cancelling some claims and in adding 
new claims]: 

"Claims 1 to 6 and 14 unchanged; ciaims 7 to 13 cancelled; new claims IS, 16 and 1? added." or 
"Claims? to 13 cancelled; new claims 15, 16 and 17 added; ail other claims unchanged." 

4. [Where various kinds of amendments are made]: 

'"'Claims 1-10 unchanged; claims 1 1 to 13, 18 and 19 cancelled; claims 14, 15 and 16 replaced by amended 
claim 14; claim 17 subdivided into amended claims 15, 16 and 17; new claims 20 and 21 added." 



"Statement under article 19(1)" {Rule 46.4) 

The amendments may be accompanied by a statement explaining the amendments and indicating any impact 

that such amendments might have on the description and the drawings (which cannot be amended under Article 19{1)). 



The statement will be published with the international application and the amended claims. 
!t must be in the language in whioh the Internationa! application is to be published, 
it must be brief, not exceeding 500 words if in English or if translated into English. 

it should not be confused with and does not replace the letter Indicating the differences between the claims as filed 
and as amended, it must be filed on a separate sheet and must be identified as such by a heading, preferably by 
using the words "Statement under Article 19(1).* 

it may not contain any disparaging comments on the international search report or the relevance of citations 
contained in that report. Reference to citations, relevant to a given claim, contained in the international search 
report may be made only in connection with art amendment of that claim. 



Consequence if a demand for international preliminary ejtatnirtatiori has already been filed 

if, at the time of filing any amendments and any accompanying statement, under Article 19, a demand for 
international preliminary examination has already been submitted, the applicant must preferably, at the time of 
filing the amendments (and any statement ) with the Internationa: Bureau, also fife with the International 
Preliminary Examining Authority a copy of such amendments (and of any statement) and, where required, a 
translation of such amendments for the procedure before that Authority (see Rules 55.3(a) and 62.2, first 
sentence). For further information, see the Notes to the demand form (PCT7IPEA/4Q1 ). 

If a demand for international preliminary examination is made, the written opinion of the international Searching 
Authority will, except in certain cases where the Internationa! Preliminary Examining Authority did not act as 
international Searching Authority and where it has notified the International Bureau under Rule 86.lb/s(b), be 
considered to be a written opinion of the International Preliminary Examining Authority. If a demand is made, the 
applicant may submit to the International Preliminary Examining Authority a reply to the written opinion together, 
where appropriate, with amendments before the expiration of 3 months from the date of mailing of Form 
PCT/ISA/220 or before the expiration of 22 months from the priority date, whichever expires later (Rule 43iws.1(c)). 



Consequence with regard to translation of the international application for entry into the natsonai phase 

The applicant's attention is drawn to roe fact that, upon entry into the national phase, a translation of the claims as 
amended under Article 1 9 may have to be furnished to the designated/elected Offices, instead of, or in addition to, 
the translation of the claims as filed. 

For further details on the requirements of each designated/elected Office, see the PGT Applicant's Guide, 
Volume ti. 



Notes to Form PCT/iSA/220 (second sheet) (October 2005) 



PATENT COOPERATION TREATY 



INTERN ATIONAL SEARCH REPORT 

{POT Article 18 m$ -Rules 43.8r«i-44) 



Applicant's cm agenfs fife reference 
HRB/P41115WO 


FOR FURTHER seg Form fct/isA''220 

ACTION asweli as, where applicable, item 5 below. 


international application No. 
FCT/GB2009/051135 


intematisnai filing date (day/menth/year) 
08/09/2009 


(Earliest} Priority Date (day/montfr/year) 
08/09/2008 


Applicant 

BIOVAIL LABORATORIES INTERNATIONAL { BARBADOS) SRL 



This international search report has been prepared by this international Searching Authority and is transmitted to the applicant 
according to Article 18. A copy is being transmitted to the international Bureau. 



This international search report consists of a total of . 



. sheets. 



It Is also accompanied by a copy of each prior art document cited in this report 



Basis eat the report 

a. VVHh regard to the language, the international' search was carried out on the basis of: 
(jO the international application in the language In which It was filed 
PI a translation of the international application into . 



. , which is the language 



of a translation furnished for the purposes of international search (Rules 12.3(a) and 23,1 fb}) 



This international seatoh report has Peer; established taking into account the rectification of an oSsvlous misitake 
authorized by or notified to this Authority under Ruse 31 (Rule 43.8ft/s(a}}, 



3. 



* □: 

iC. [""] With regard to any nucleotide anetfor amino acid sequence disclosed in the international application, see iBox No. I. 

f j Certain claims were found unsearchable (See Box No. II) 

"1 Unity of invention is lacking (see Box m ill) 



A, With regard to the title, 

[~1 the text is approved as submitted by the applicant 
|xj the text has been established by this Authority to read as follows: 
DXHYDROTBTRAEENA2IKE FOR TREATMENT OF ASTHMA 



s. With regard to the abstract, 

fx] the text is approved as submitted by the applicant 

]"""} the text has been established, according to Rule 3&2{b), by this Authority as it appears' Irt- Box No. iV.The applicant 
may, within one nrorsth from the date of maiilng of this International search report, submit comments to this Authority 

S. WHh regard to the drawings, 

a. the Figure of the drawings to be published with the abstract is Figure, No. 

f"~j as suggested by the applicant 

j I as selected by this Authority, because tjhe applicant failed to suggest a figure 
| j as selected by this Authority, because this figure better character izes the invention 
p. fx] rsohe of the figures is to be published with fee abstract 



Form PGT/ISA/210 (first sheet) (April 2007) 



INTERNATIONAL SEARCH HEPORT 



international application f-to 

PCT/6B2009/051135 



A. CLASSIFICATION OF SUBJECT MATTER , 

INV. A61K31/4745 A61P11/06 



According to (wwnsttortal Patent Cteseiflcafien (IPG; or to both nations! ctessaSpatiOB and !PQ 



8. FljELPS SEARCHED 



Minimum documentation searched (classification system followed Say tiassitfcafim8jm$ofe) 

A61K 



Documentation searched other than minimum documentation to m extern mat suet; documents are included in the fields searched 



Eiecuemc data bass consulted during the inter national search (name of data t>ase and, where practical, search terms used) 

EftHlTiternal, EMBASE . BIOSIS, BEILSTEIN Data, WPI Data, CHEN ABS Data 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* Citation of document, with indication, where appropriate, of tse rc-ievam passages 



Relevant to claim No. 



EP 0 839 805 A (MITSUI TOATSU CHEMICALS 
[JP] SCHERIMS AG [DE]) 
6 Hay 1998 (1998-05-06) 
page 2, 1 ines 26-28 

US 6 482 986 Bi (BOIGEGRAM ROBERT [FR] ET 
At) 19 November 2002 (2002-11-19) 
column 1. 1 irtes 7-14 
column 18, line 38 

W0 2007/017643 A (CAMBRIDGE LAB IRELAND 
LTD [IE]; DUFFIELD ANDREW JOHN [SB]) 
15 February 2007 (2007-02-15) 
cited in the application 
page 7 



1-15 



1-15 



1.-15 



Further decusnsnts.afe listed in Ihe continuation of Box C. 



See patent family annex. 



* Special categories of cited document? : 

'A' document defining the genera! state of the art which is not 
considered w he of particular reference 

*E* earlier document but published on -or eater the internalionai 
filing date 

"V document which may throw dotibte on priority claim(s) or: 
which is cited to establish the publication date of another 
©{alien or oilier special reason (as specified) 

•O* document referring So an oraJ disclosure, use, exhsbitiofs Or 
other means 

'P* document published prior So the international filing date wit 
later than the priority date claimed 



T later document pubitehed after the international filing date 
or priority date and not in conflict with the application but 
died to understand the principle or theory underlying the 
itiVefttlbi? 

"X" document of particular relevance: ihe claimed invention 
cannot be considered novel or cannot be considered So 
tnyoive an inventive step wSsen ttie document is taken .alone 

*V* document of partieuiar relevance: the claimed Invention 
cannot Pa considered to involve an inventive step when die 
document is eemWned *#t» one or more other such docu- 
ments, such combination beimt obvious to a person skiited 
in the art. 

*&' document member ot She same patent family 



Date ot the actual completion of the international search 



19 November 2009 



Name and mailing address of the ISA/ 

guropeBD Patent Office. P.B. S5f8 Patentiaan 2 
NL - 2280 HV Rijawijk 
Tel. f--S!-7f» 340-2040. 
Fax: <*31-70) 340-3018 



Date of rnsfiing of tht! Iniesmationtsi search report 



25/11/2009 



Aothorfeed offcer 



Steendijk. Hart In 



Poirn PCT/JtSft'SlO Ct**ontf shswi; (April 8005} 



page 1 of 2 



enNATIQNM. SEARCH REPORT 



ifitetnatioriai application Mo 

PCT/GB2G09/GS1135 



CCGonilwiatten), DOCUMENTS COMSIBEREO TO BE RELEVANT 



Category* 



Citation of document, with Sndiealiem, wiieire appropoMe, rf Sf«r#isyatH passagss 



Rstevaw t& datm No- 



US 2006/173011 Al (SHIN DtUG Y [KR] ET AL) 
3 August 2006 (2006-08-03) 
cl aim 9 



LIGEIRO DE OLIVEIRA A P ET AL: "Effects 

of single or repeated asnpHetamine 

treatment and withdrawal on lung allergic 

inflammation in rats" 

I ISIT ERNATI0NAL IMMUN0PHARMAC.0L0GY , 

ELSEVIER, AMSTERDAM, NL, 

vol , 8, no. 9, 

1 September 2008 (2008-09-01), pages 

1164-1171, XPQ22819478 

ISSN: 1567-5769 [retrieved on 2008--04~ll] 

abstract 



1-15 



1-15 



page 2 of 2 



INTERNATIONAL SEARCH REPORT 

intortnation on patent famiiy irssmfcers 



intematksna! application fta 

PCT/GB20Q9/051135 





; ' [ 1 JJ^!Hj;5l.r.J , r.« 




i law:** !t I;3.m <"j) 




dted in search report 


J csaie 




members} 


date 


EP 0839805 


A 06-05-1998 


DE 


69707080 01 


08-11-2001 






OE 


69707080 T2 


02-05-2002 






ES 


2163717 73 


01-02-2002 






US 


5969 138 A 


19-10-1999 

__....„._ 




US 6482986 


. — _ 

Bl 19-11-2002 


— — - — 
AT 


. . 

252542 T 


15-11-2003 






m 


768420 B2 


11-12-2003 






AO 
8R 


5539600 A 
0011738 A 


02-01-2001 
05-03-2002 






CA 


2374631 Al 


21-12-2000 






m 


1355782 A 


26-06-2002 






CO 


5180554 Al 


30-07-2002 






cz 


20014443 A3 


15-05-2002 






DE 


60006113 Dl 


27-11-2003 






DE 


60006113 T2 


15-07-2004 






DK 


1192122 T3 


01-03-2004 






EP 


1192122 Al 


03-04-2002 






ES 


2208345 T3 


16-06-2004 






WO 


0076953 Al 


21-12-2000 






FR 

U 


2794742 Al 
1042891 Al 


15-12-2000 
08-04-2004 






HU 


0201953 A2 


28-12-2002 






JP 


2003502306 T 


21-01-2003 






MX 


PA01012783 A 


18-09-2002 






NO 


20016038 A 


11-02-2002 






MZ 


515529 A 


30-01-2004 






PL 


352742 Al 


08-09-2003 






PT 


1192122 E 


31-03-2004 






SK 


18062001 A3 


09-05-2002 






TW 


279398 B 


21-04-2007 






UA 


71959 C2 


15-03-2002 






UY 


26199 Al 


31-01-2001 






iA 


200109486 A 


18-11-2002 
— — 


WO 2007017643 


A 15-02-2007 


AT 


412414 T 


15-1.1-2008 






AU 


2006277836 Al 


15-02-2007 






CA 


2620952 Al 


15-02-2007 






GN 


101321528 A 


10-12-2008 






DK 


1861100 T3 


15-1 2-2008 






EP 


1861100 Al 


05-12-2007 






EP 


1964565 Al 


03-09-2008 






ES 


2317564 T3 


16-04-2009 






HK 


1111084 Al 


26-06-2009 






BR 


20090017 T3 


31-03-2009 






OP 


2009503045 T 


29-01-2009 






KR 


20080033501 A 


16-04-2008 






PT 


1861100 E 


26-12-2008 






SI 


1861100 Tl 


30-04-2009 






US 


2009275605 Al 


05-11-2009 


US 2008173011 


. — — 

Al 03-08-2006 


CN 


181106993 A 


16-01-2008 






EP 


1845987 A2 


24-10-2007 






WO 


2006092741 A2 


08-09-2006 






ap 


2008526953 T 


24-07-2008 






KR 


20060083612 A 


21-07-2006 






us 


2008300253 Al 


04-12-2008 
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PATENT COOPERATION TREATY 



From the 

INTERNATIONAL SEARCHING AUTHORITY 



To: 



see form PCT4SA/220 



WRITTEN OPINION OF THE 
INTERNATIONAL SEARCHING AUTHORITY 

(PCTRuie 43bisA) 



j 

[ 


pate of mailing 

(d&y/monih/ySttr) see form PCFV1SA/210 {second sheet) 


Applicant's or agent's file reference 

see form PCT/18A,220 


FOR FURTHER ACTION 

See paragraph 2 below 


international application No. 
PCTGB2.009.fi51 135 


International filing date (daymormvyeztn 

08.09.2009 


Priority date (d&y/faenffaj/ssr) 
08.09.2008 


International Patent Classification (IPC) or berth national classification arid IPG 
MM. AS1K31/4745 A61P11-06 



Applicant 

BiOVAlL LABORATORIES INTERNATIONAL (BARBADOS) SRL 



1 . This opinion contains indications relating to the following items: 



[3 


Bex No, i 


Basis of the opinion 


□ 


Box No. IE 


Priority 


□ 


Box No. Ill 


N6n-establi«hmant of opinion with regard to novelty, inventive step and industrial applicability 




Box No. IV 


Lack of unity of invention 




Box No. V 


Reasoned statement under Rule 43bi$. 1 (a)(i) with regard to novelty, inyentiV* step or jndystria, 
applicability; citations and explanations- supporting such statement 


□ 


Box No VI 


Certain documents cited 


□ 


Box No. VII 


Certain defects in the international application 




Box No. ¥B1 


Certain observations on the international application 



2. FURTHER ACTION 

If a demand for international preliminary examination is made, this opinion will usually be considered to be a 
written opinion of the international Preliminary Examining Authority ("IPEA") except that this does not apply where 
the applicant chooses. an Authority other than this one to be the IPEA and the chosen IPEA has notified the 
International Bureau under Rule 68.1 bfelb; that written opinions of this Internationa! Searching Authority 
will not be so considered. 

If this opinion is, as provided above, considered to be a written opinion of the IPEA, the applicant is invited to 
submit to the IPEA a written reply together, where appropriate, with amendments, before the expiration of 3 months 
from the dale of mailing of Form PCT.<iSA£2u or before the expiration of 22 months from She priority date, 
whichever expires later. 

For further options, see Form PCT/1SAC20, 

3, For further details, see notes to Form PGTASAj£20. 



Narjie and mailing address of the ISA: 



European Patent Office 

D-802S8 Munich 
Tel. ,-49 39 £399 - 0 
Fax: +49 89 2393 - 4465 



Date of completion of 
1hss opinion 

see form 



Authorized Officer 

SteencHjk, Martin 

Telephone ffe +49 89 2399-3460 




Form PCT4SA/23? (Cover Sheet} (April 2005} 



WRITTEN OPINION OF THE international application No. 

INTERNATIONAL SEARCHING AUTHORITY PCT/GB2 009/051 1 35 



Box No. j Basis of the opinion 



1. With regard to the language, this opinion has been established on the basis of: 
Ei the international application in the language in which it was filed 

□ a translation of the international application into , which is the language of a translation furnished for the 
purposes of international search (Rules i2:3(a) and 23,1 (b)). 

2. □ This opinion has been established taking into account the rectification of m obvious mistake authorized 

by or notif ied to this Authority under Rule 91 {Kuis 43bis.1 (a)) 

3. With regard to any nucleotide arid/br amino acid sequence disclosed in the international application and 
necessary to the claimed invention, this opinion has been established on the basis of: 

a. type of material: 

□ a sequence listing 

□ tabtels) related to the sequence listing 

b. format of material: 

□ on paper 

□ in electronic form 

c. time of filingtfumishing: 

□ contained in the international application as filed. 

□ filed together with the international application in electronic form. 
D furnished subsequently to this Authority for the purposes of search. 

4. □ In addition, in the case that more than one version or copy of a sequence listing and.br table relating thereto 

has been tiled or furnished, the required statements that the information in the subsequent or additional 
copies is identical to that if) the application as filed or does not go beyond the application as filed, as 
appropriate, were furnished. 

5. Additional comments: 



Form PCTrtSA/237 <Apri: 2007) 



WRITTEN OPINION OF THE 
INTERNATIONAL SEARCHING AUTHORITY 



International aoplfcatton No, 
PC17GB2009/G51135 



Box No, V Reasoned statement under Rule 43Ms .1 (aKO with regard to novelty, inventive step or 
industrial appiicaojWy; c ilations and explanati ons suppo rting such statement 

1. Statement 
Novelty (N) 

inventive step (IS) 

industrial applicability (IA) 

2, Citations and explanations 
see sep arate sheet 



_Bm No. Viil_ Certain observations on the internati onal applgoatjo n _ 

The following observations on the clarity of the claims, description, and drawings or on the question whether the 
claims are fully supported by the description, are made: 

see separate sheet 



Yes: Claims 1-15 

No: Claims 

Yes: Claims 

hie: Claims 1-15 

Yes: Claims 1J5 

No: Claims 



Form PGT/ISA'237 (Apr!* 2007) 



WRITTEN OPINION OF THE 
INTERNATIONAL SEARCHING 
AUTHORIT Y (SEPARATE SHEET) 



International application No. 
PCT/GB2009/051135 



1 ) The present application relates to 3,1 1 -cis-dihydrotetrabenazine for treatment of 
asthma. 

2) Cited documents 
D1: EP-A-0 839 805 
02; US-B1-6 482 986 
D3: WO 2007/01 7643 A 
D4: US 2006/173011 A1 

D5: INTERN. IMMUNOPHARM., vol. 8, no. 9, (2008-09-01 ), pages 1 1 64-1 1 71 

3) Novelty 

Documents D1 and D2 describe certain sigrna receptor antagonists to be useful 
for treatment of i.a. asthma. These documents do not mention 
dihydrotetrabenazine. 

Document D3 refers to the sigma receptor binding activity of dihydrotetrabenazine 
following which it discloses the utility of this agent in treatment of inflammatory and 
proliferative disorders. The document fails to specifically describe the use of the 
agent for treatment of asthma. 

Document D4 describes the use of praziquantel for treatment of La. asthma. This 
agent differs from dihydrotetrabenazine in the nature of the fused ringsystem as 
well its the substitutions. 

Document D5 describes the effects of amphetamine administration on lung 
allergic inflammation and mentions some possible involvement of VMAT2. The 
document does not mention dihydrotetrabenazine. 

Accordingly, the claimed subject-matter may be acknowledged novelty. 

4} Inventive step 

The present application shows experimental data indicating beneficial activity of a 
dihydrotetrabenazine stereoisomer (RUS0350, isomer B) in a test model for 
asthma. 

Documents D1 and D2 already disclose the utility for treatment of asthma of 
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certain agents due to their sigma receptor antagonist activity, in view of this prior 
art the problem to be solved may be seen in the provision of further (sigma 
receptor binding) agents useful in treatment of asthma. 

The person skilled in the art faced with such problem would arrive at document D3 
as this document describes antiinflammatory utility ofdihydrotetrabenazine m view 
of its sigma receptor binding/antagonist activity and actually mentions in this 
context utility against chronic pulmonary inflammatory disease (see page 10). 
Accordingly, the person skilled in the art would conclude that dlhydrotetrabenazine 
will act as an alternative sigma receptor and would in line with documents D1 and 
D2 be suitable for treatment of asthma. 

The dependent claims do not appear to define any features which could by 
themselves further support an inventive step. 

5} Further observations 

5.1 Claims 1 1-15 relate to subject-matter considered by this Authority to be covered 
by the provisions of Rule 39.1 (jv) / 67,1{svJ POT. 

5.2 Claim 15 refers to the description, whereas the claims should be clear per se. 
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Genera! For all International applications filed on or after 01/01/2004 the competent 

information ISA will establish an ISR. it is accompanied by the WO-ISA, Unlike the 
former written opinion of the IPEA .{Rule 66.2 PCT), the WOISA is not 
meant to be responded to, but to be taken into consideration for further 
procedural steps. This document explains about the possibilities. 



Amending claims Within 2 months after the date of mailing of the ISR and the WO-iSA the 
under applicant may file amended claims under Art. 19 PCT directly with the 

Art. 19 PCT i ntemational Bureau of Wl PO. The PCT" reform of 2004 did not change 

this procedure, For further information please see Rule 48 PCT as well as 
form PCT/ISA/220 and the corresponding Notes to form PC17ISA/22Q. 



In principle, the WO-ISA will be considered as the written opinion of the 
I PEA, This should, in many cases, make it unnecessary to file a demand for 
international preliminary examination. If the applicant nevertheless wishes 
to file a demand this must be done before expiry of 3 months after the 
date of mailing of the ISR/ WO-ISA or 22 months after priority 
date, whichever expires later (Rule 54bisPCT), Amendments under Art. 
34 PCT can be filed with the I PEA as before, normally at the same time as 
filing the demand (Rule 86.1 (b) PCT). 

If a demand for international preliminary examination is filed and no 
comments/ amendments have been received the WO-ISA will be transformed 
by the I PEA into an IPRP {international Preliminary Report on Patentability) 
which would merely reflect the content of the WO-ISA. The demand can still 
be withdrawn (Art. 37 PGT)- 



Hling informal After receipt of the sSB'WO-ISA the applicant may file informal comments 
comments on the WO-iSA directly with the i ntemational Bureau of Wl PO. These 

will be communicated to the designated Offices together with the IPRP 
(International Preliminary Report on Patent ability) at 30 months from the 
priority date. Please also refer to the next box. 



Filing a demand 
for international 
preliminary 
examination 



End of the 

international 

phase 



At the end of the international phase the International Bureau of WIPO will 
transform the WO-ISA or, if a demand was filed, the written opinion of the 
I PEA into the IPRP, which will then be transmitted together with possible 
informal comments to the designated Offices. The IPRP replaces the former 
I PER (international preliminary examination report), 
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Rule 43 PCT, Rule 43bis POT, Role 44 PCT, Rule 44bis POT, PCT Newsletter 
12/2003, OJ 11/2003, OJ 12/2003 



Bitte beachten Sie, dass angefuhrte Nichtpatentiiteratur (wie z. B. 
wissenschaftliche oder technische Dokumente) je nach geltendem Recht 
dem Urheberrechtsschutz und/oder anderen Schutzarten fur schriftliche 
Werke unterliegen konnte. Die Vervielfaltigung urheberrechtlich 
geschiitzter Texte, ihre Verwendung in anderen elektronischen oder 
gedruckten Pubiikationen und ihre Weitergabe an Dritte is! ohne 
ausdruckliche Zustimmung des Recbtsinhabers nicht gestattet. 



Veuillez noter que les ouvrages de la litterature non-brevets qui son! 
cites, par exemple ies documents scientifiques ou techniques, etc., 
peuvent etre proteges par des droits d'auteur et/ou toute autre protection 
des ecrits prevue par ies legislations appllcables. Les textes ainsi 
proteges ne peuvent etre reproduits ni utilises dans d'autres publications 
electroniques ou imprimees, ni red iff uses sans 1'autorisation expresse du 
titulaire du droit d'auteur, 



Piease be aware that cited works of non-patent literature such as 
scientific or technical documents or the like may be subject to copyright 
protection and/or any other protection of written works as appropriate 
based on applicable laws. Copyrighted texts may not be copied or used 
in other electronic or printed publications or re-distributed without the 
express permission of the copyright holder. 
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